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Abstract of JP2000086663 

PROBLEM TO BE SOLVED: To obtain the subject new compound exhibiting high affinity for 
Corticotropin Releasing Factor(CRF) receptor and useful as a therapeutic agent of a preventing agent 
for diseases such as depression, anxiety, hypertension, inflammation, to which the CRF has a 
causative relation. SOLUTION: This compound is represented by formula I [Ar is phenyl, thienyl or the 
like; Z is formula II, formula III (R1 and R2 are each H or a lower alkyl; X1 to X3 are each H, a halogen 
or the like) or the like] or its salt, e.g. 6-[4-(4- chlorophenyl)-1,2,3,6-tetrahydropyridin-1-yl]-2-methyl-9- 
(2-methylthio-4- isopropylphenyl)purine. The compound of formula I is obtained by reacting, e.g. a 4- or 
5-aryl-1,2,3,6-tetrahydropyridine derivative of formula IV with a haiogenated hetero ring derivative of 
the formula X4-Z (X4 is CI, Br or I) in an inert solvent such as ethanol. 
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1 


4- 


( 4-F-Ph) 


Me 


2-Br 


4- 


i 


-Pr 


H 


1 66.5-1 67.0 


(CHC 1 >-Hex) 


1 


-0 7 


I 


4- 


(4-C 1-Ph) 


Me 


2-B r 


4- 


I 


-Pr 


H 


1 5 9. 5-1 6 0.0 


(CHC 1 .-Hex) 


1 


-08 


1 




4- Ph 


Me 


2-B r 


4- 


! 


-Pr 


H 




1 


-09 


2 


5- 


(4-F-Ph) 


Me 


2-MeS 


4- 


i 


-P r 


H 


1 3 5. 0-1 3 5.5 


(AcOE t-Hex) 


I 


-1 0 


2 


5- 


(2-Me-Ph> 


Me 


2-MeS 


4- 


i 


-P r 


H 


1 50.0-1 50. 5 


(AcOE t-Hex) 



*1 : (*l*©*»lCtH*T) Com. No. Exp. No. =#/*k:^fclSM05#*|. Recry. Sol. 

* 2 : NMR (CDC 1 j) 9 (ppm) ;1. 30 <6H, d, J«6. 8Hz> . 2. 56 <3H, s), 2. 70-2. 83 

(2H. m>, 2. 98 ClH, sept, J = 6. 8Hz), 4. 50-4. 68 (2H, m). 4. 83-4. 98 (2 

H. m) . 6. 19-6. 2 8 (1H. m) , 7. 2 0-7. 4 9 (7H,m), 7. 6 1 (1H, d, J = 2. OHi), 
7. 8 3 (1H, s) . 
FABMS m/z ; 4 8 8 (M + +l) 



[0028] 



[312] 



(8) H2 000-86663 ( P 2 0 0 0- 8 !KSA) 




O 



Con. 


Bxp. 






Ar 


R 1 


R* 




X 1 




X 1 


m, p. 


CC) 


(Recry. Sol. ) 


No. 


No. 


























2-0 1 


1 


4- 


(3 


-F-Ph) 


Me 


Me 


2 


-MeS 


4-1-P r 


H 


15 5.5- 


15 7 


. 0 (AcOE t-Hex) 


2-02 


1 


4- 


(4 


-C 1-Ph) 


Me 


Me 


2 


-Me S 


4-i-Pr 


H 


16 1.0- 


16 2 


. 5 (AcOE t-Hex) 


2-03 


2 


5- 


(4 


-F-Ph) 


Me 


Me 


2 


-MeS 


4-1-P r 


H 


131.0- 


13 2 


.0 (Ac OE t-Hex) 


2-04 


2 


5- 


(2 


-Me-Ph) 


Me 


Me 


2 


-MeS 


4-1-P r 


H 


16 3.5- 


16 4 


. 5 (AcOE t-Hex) 



*1 : Com. No. ={b#4MMI. Exp. No. =£B*K:fIV*ifc5lf*«S#. Recry. Sol. = 



[0029] [^3] 



3 2 H ' 

IP. Ar R' X 1 X* 

i. 



Cam. 
Ho. 


Bxp. 
No. 




Ar 


R 1 


X 1 




X 1 




m. p. (*C) (Recry. So 1. ) 


3-0 1 


1 


4- 


(3-F-Ph) 


Me 


2-Me S 


4 


■i-Pr 


H 


114.5-116.0 (AcOE t-Hex) 


3-02 


1 


4- 


(4-C 1-Ph) 


Me 


2-Br 


4 


-i-Pr 


H 


1 6 2.5-1 6 3.0 (CHCIrHex) 


3-0 3 


2 


5- 


(2-Me-Ph) 


Me 


2-MeS 


4 


-i-Pr 


H 


.81.0- 82. 5 (A c OE t-Hex) 



*1 : (a3«f©«EKoV>r) Com. No. =fc#«#*|. Exp. No. Rec ry. So I. 

He x=A#?>. 



COO 30] [||4] 

3 2 

n -<\ , N y 

R 2 



Cos. 
No. 


Exp. 
NO. 




Ar 


R 1 


R» 




X 1 




X 1 


X 1 


m. p. CC) (Recry. Sol. ) 


4-0 1 


1 


4- 


(3-F-Ph) 


Me 


H 


Me 


2-Me S 


4- 


1-Pr 


H 


1 6 2. 0-1 6 3.0 (AcOE t) 


4-0 2 


1 


4- 


(4-C 1-Ph) 


Me 


H 


Me 


2-Me 


4 


-Me 


6 -Me 


1 7 2.0-1 7 3.0 (I PE) 


4-0 3 


1 


4- 


(3-F-Ph) 


Me 


Me 


Me 


2-MeS 


4- 


1-Pt 


H 




4-04 


1 


4- 


(4-C 1-Ph) 


Me 


Me 


Me 


2-Me S 


4- 


I-P r 


H 


1 7 3.0-1 74.0 (AcOE t) 


2-0 5 


2 


5- 


(2-Me-Ph) 


Me 


H 


Me 


2-Me S 


4- 


i-Pr 


H 


1 19.5-120.5 (AcOEt-Hex) 


4-0 6 


2 


5- 


(2-Me-Ph) 


Me 


Me 


Me 


2-Me S 


4- 


I-Pr 


H 


1 33.0-1 34.0 (AcOEt-Hex) 



*1 : (*4+©*filC^V»T) Com. No. =Mt£4J»##. Exp. No. =-&fftfc#^fc Recry. Sol. = 

*2 : NMR (CDC 1 •) 6 (ppm) ; 1. 3 2 (6H. d, J = 6. 9 Hz) . 2. 0 5 (3H. s) . 2. 3 2 (3H, s) . 
2. 42 (3H, S), 2. 53 <3H, s), 2. 70-2. 85 (2H, m) , 2. 99 (1H, sept, J = 6. 9H 
2) , 3. 6 3-3. 9 3 (2H. m) . 4. 16-4. 28 (2H, m) , 6. 24-6. 3 4 (1H, m) , 6. 89-7. 
4 0 <7H. m) . 

FABMS m/z ; 50 1 (M*+l) 



[0031] 



[*5] 



(9) ^2 000-8 6663 ( P 2 0 0 0 -8iRi$ 



3 2 



R3>V N iLJ^ X 3 



Coa. 


Exp. 


Ar 


R 1 


R» 


R * X 1 


X* 


X' m. p. CC) (Re c r y. Sol. > 


No. 


No. 












5-0 1 


1 4- 


(4-C 1-Ph) 


Me 


H 


H 2 -Me 


4-Me 


6-Me 7*)]>?7X mt 



*1 : (&5*<Z>anefc-pHT) Com. No. =fc#4MMt. Exp. No. =#tf fc/l^fc&fflMW^. Recry, Sol. = 

»2 : NMR (CDC 1 i) ff (ppm> ; 1. 9 3 <6H, s) . 2. 3 3 (3H, s) , 2. 4 7 (3H. s) , 2 7 0-2 
83 (2H, m) . 3. 87 <2H. t. J = 5. 6Hz) . 4. 14-4. 24 (2H. in) , 6. 19-6 2 6 (1H 
m) , 6. 35 (1H, s) , 6. 65 (1H, d. J=*3. 7Hz) , 6. 8 9 (IH, d. J = 3. 7Hz) . 6 96* 
(1H. s) , 6. 97 (1H, S) , 7. 25-7. 44 (4H. m) . 
E IMS m/z ; 4 4 1 (M + ) 

[0032] im6] 

3 2 « 1 
1 N=< 



4 k N K\ , N X1 



S° a - Ar Rl *' xl X 8 X' m. p. CC) (Recry. Sol.) 



6-01 1 4- (3-F-Ph) Me H 2-MeS 4-i-Pr H 184.0-1 8 5 5 (E t 2 O m ) 

6-0 2 2 5- (2-Me-Ph) Me H 2-MeS 4-i-Pr H 1 8 9. 0-1 9 0. 5 (A c OE t - 1 P E •■) 

* l : ™^*¥ ,r ° UT> C ^ m * N °* Ex » No. -««C)|^«MM. Recry. Sol. = 

* 2 : MHUStt. 

[0033] mi] 

3 2 R1 

, 1 N=< 



R2' W NLJNx3 



Con. 
No. 


Exp. 
No. 


A r 


R 1 


R* 


X 1 


X 1 X 3 


m. p. CC) (Re c r y. S o 1 . ) 


7-0 1 


2 5- 


(2-Me-Ph) 


Me 


H 


2-MeS 


4-i-Pr H 





*1 : &7*®&ftK:-DV*T) Com. No. =(£&ty&^ Exp. No. Recry. Sol. = 

*2 : NMR (CDC I ,) 6 (ppm) : 1. 29 (6H, d, J =6. 8Hz), 2. 23 (3H, s) , 2. 30-2. 48 (2H, 
m) . 2. 36 (3H, s> , 2. 41 (3H, s), 2. 94 (1H, sept, J = 6. 8Hz), 3. 18-4. 13 (8H. 
m). 5. 63-5. 7 5 (1H. m) , 7. 00-7. 27 (7H, m) , 
Ion Spray m/z ; 4 8 6 (Mr+ 1 ) 



[0034] [?I8] 



(10) 32 000-8 6663 (P2 0 0 0-8DA) 



/ ( 



5 6 




R2 



X 1 



Cn. 
No. 


Exp. 
No. 






A r 




R 2 








m. v . 


(t:> (Recry. Sol. ) 


8-0 1 


1 


4- 


(3 


-F-Ph) 


Me 


Me 


2-C 1 


4-C 1 


H 


1 8 3. 


5-1 84.5 (AcOE t) 


8-0 2 


2 


5- 


(2 


•Me-Ph) 


Me 


H 


2-C 1 


4~C I 


H 


1 S 9. 


0-1 6 0. 5 (I PE) 


8-03 


2 


5- 


(2 


-Me-Ph> 


Me 


Me 


2-C 1 


4-C 1 


H 


1 5 3. 


5-1 5 5.0 (AcOE t) 


8-04 


2 


5- 


(2 


-Me-Ph) 


Me 


SMe 


2-C 1 


4-C 1 


H 


1 5 2. 


0-1 5 3. 5 (He x-E t »CT J ) 



*1 : (&8*0>$£K^l>T) Com. No. -ffcMHW. Exp. No. =£ritkl#Ufc£;G60?#^ Recry. Sol. 
* 2 : gAfcfttt. 



[0035] 




Con. 


Exp. 


Ar - 


R J 


R" 


X 1 


X' 


X a 


m. p 


. <r) (Re c r y. So 1 . > 


No. 


No. 


















9-0 1 


1 


4- (3-F-Ph) 


Me 


H 


2-Me 


4-Me 


6-Me 


1 8 7. 


0-1 8 8.0 (Hex-AcOE t) 


9-0 2 


2 


5- (2-Me-Ph) 


Me 


H 


2-Me 


4-Me 


6-Me 


1 39. 


0-140. 0 (Hex-AcOEt") 



*l : (*9*fl9ife£k:^Vvt) Com. No. =fc&#}#^. Exp. No. Recry. Sol. 

* 2 : ISAfcft*. 

[00 36] [S10] 

R 1 



3 2 



4 

Ar' 



5 6 



N-V N X 1 



R3 



Com. 
No. 


Exp. 
No. 




Ar 


R 1 


R' R 1 


X 1 


X 1 


X* 


m. p. 


CC) (Rec ry. Sol.) 


1 0- 
1 0- 


0 1 3 
02 3 


4- 
4- 


(3-F-Ph) 
(3-F-Ph) 


Me 
Me 


H H 
Me H 


2-Me S 
2-Me S 


4-i 
4-1 


-Pr H 
-P r H 


1 52. 
98. 


5-1 54.0 (E t »0") 
0- 99. 5 (IPE M ) 



*1 : (*1 0+CD«BK"3t>T) Com. No. =<t§t«J##. 

[0037] <fcfc, *^i^trvK03&H^fk^ftfco 
WC, CRFSSrtt^^ttKBfcfr^fc. 
Httfll [CRF £$ftt£43glt ] : 9&Wm tlX? 

vbmmmtmw ^iwmo/fyvtLx 1 ^ i 

-CRFfcfflVVfc. 125 IlBiU^KtfflV^fcli^R 
lEli, The Journal of Neuroscience, 7,88(1987 

[0038] %mm&owm : 5 >y h mm®* 1 

OmMMgC 1 2 &l/2mM E DTASr-gtf 5 OmM h 
UXftlMWK (PH7.0) 
0 0 0 x g^i&lMHKU ifc?§£ h U 1 
Kft^Lfc. »10mMMgCl 2> 2mM EDT 



Exp. No. -#tffcJHr>ftSBg«#% Recry. Sol. 

b/m 1 77nf ^y^^tf 5 OmM b 'J^S 

mmmm ( p h 7 . 0 ) tdawu miafc ut. 



KA (0.3mg^y^{ 



/ml) J»I —CRF ( 0.2 nM) RVWmZ. 

2 5vx'2mmKm^tz. Rmmim. 0.3%^'j 

ifi/W sytML)t^7-<;^- (gf/ 

C) P&3liF$U ^7^/^-J0.0 1%Tr 

itonx-ioomy v&Mm\&m&mx'3 
mmitz. mmk. Fmmmz yf 

m<m&&i, 125 1 -cRF^m^k u ^ 

(0.2nM) <7)™s I -CRF tm&mttlWm* 



(11) 32 000-8 6663 ( P 2 0 0 0 -8%=tt« 



mm ( i c 50 > *<oe*. rc&ttffcdftfc l 
ttti-ioiwiitm, -e<oic 50 <ifi2 

0. 19nM"Cft-)fc. 
[0039] 



jJ«K**4fc**.Ml**aL Witf 3-531. 

*vu fisffa, hi, jb#h. m. 



(51)Int.C1.7 

A6 1K 31/505 



31/52 
C0 7D 401/04 
405/14 
409/14 
471/04 

473/00 
475/00 
495/04 



AAK 
AAM 
ABA 
ABE 
ABN 
ABU 
AC J 
ADR 
AED 

239 
2 1 1 
2 1 1 
104 
1 1 1 



10 5 



F I 

A6 1K 31/505 



31/52 
C 0 7 D 401/04 
405/14 
409/14 
471/04 

473/00 
475/00 
495/04 



w?Mm.mmm3-2\- 1 *je*@h* 

<72)&«#& siR -S 

m^MSE^BB3-24- 1 ±mmm 



AAK 
AAM 
ABA 
ABE 
ABN 
ABU 
AC J 
ADR 
AED 

239 
2 1 1 
2 1 1 
1 04Z 
111 



4C050 AA01 
CC07 
EE05 
HH02 

4C063 AA01 
CC92 

4C065 AA03 
HH01 
LL01 

4C071 AA01 
FF05 
HH16 

4C086 CB05 
GA07 
ZA05 
ZA66 



1 0 5Z 

BB04 BB05 
CC08 EE02 
FF01 FF02 
HH03 HH04 
AA03 BB01 
DD11 EE01 
BB05 CC01 
HH02 JJ07 
PP12 

BB01 CC02 
FF10 GG01 
JJ08 

CB07 CB08 
GA10 GA12 
ZA12 ZA16 
ZA70 ZB09 



EE03 EE04 
FF05 GG04 

CC29 CC75 

DD03 EE02 
KK02 KK03 

CC21 EE12 
GG02 GG04 

CB09 GA03 
MA01 NA14 
ZA36 ZA42 
ZB11 ZC08 



